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Application Papers 
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DETAILED ACTION 

Applicant's amendment received on 12/18/02 has been entered. Claims 5-10, 12 
and 17-20 have been cancelled. New claims 26-40 have been added. Claims 1-4, 11, 
13-16, and 21-40 are pending. Claims 26-40 are under current consideration. 

Election/Restrictions 

Claims 1-4, 11, 13-16 and 21-25 are withdrawn from further consideration 
pursuant to 37 CFR 1 .142(b), as being drawn to a nonelected invention, there being no 
allowable generic or linking claim. Applicant timely traversed the restriction (election) 
requirement in Paper No. 8. 

Priority 

Applicants have amended the first line of the specification to include the serial 
number of the provisional application filed on June 26, 2001. Applicant's priority claim 
has now been perfected. 

Sequence Compliance 

Figure 2 contains an unidentified sequence. It appears that the sequence in 
Figure 2 is the nucleotide sequence of SEQ ID NO: 1 and that the omission of a 
sequence identifier number for said sequence is inadvertent. Since it appears that 
sequence listings in both paper and computer readable forms, which contain the 
nucleotide sequence of SEQ ID NO: 1, have been received and entered it is not 
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necessary to resubnait any sequence listings. However, in order to comply with the 
sequence rules (see 37 C.F.R. 1 .821-1 .825) the sequence in Figure 2 must be 
identified. 

Applicants are required to comply with all of the requirements of 37 C.F.R. §§ 
1 .821 through 1 .825. Any response to this Office Action, which fails to meet all of these 
requirements, will be considered non-responsive. The nature of the noncompliance with 
the requirements of 37 C.F.R. §§ 1.821 through 1.825 did not preclude the examination 
of the application on the merits, the results of which are communicated below. 

The following are new grounds of rejection under 35 USC § 101: 



35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claims 26-40 are rejected under 35 U.S.C. 101 because the claimed invention is 
not supported by either a credible asserted utility or a well established utility. 

The claims are directed to a transgenic mouse whose genome comprises a 
disruption in a target gene, wherein the target gene is capable of homologous 
recombination with a nucleotide sequence homologous to SEQ ID NO: 1 , and wherein 
the mouse exhibits increased prepulse inhibition. The claims are further directed to 
cells isolated from the same mouse and method of screening agents that may modulate 
or ameliorate increased prepulse inhibition using the same mouse. 



Claim Rejections - 35 USC § 101 
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The instant specification has contemplated that the nucleotide sequence set forth 
in SEQ ID NO: 1 encodes a ubiquitin-specific protease. The instant specification has 
further contemplated that disruption of the nucleotide sequence set forth in SEQ ID NO: 
1 in a mouse will produce a phenotype related to a ubiquitin-specific protease. The 
instant specification has purported that such mice may be used to identify agents that 
modulate or ameliorate a phenotype associated with a disruption in SEQ IN NO: 1 . See 
the paragraph bridging pages 17-18. 

The instant specification has disclosed a transgenic mouse whose genome 
comprises a disruption in SEQ ID NO: 1, wherein the mouse exhibits increased 
prepulse inhibition. See pages 48-49. The claims embrace such a mouse, cell 
obtained from the mouse and methods of identifying agents that affect prepulse 
inhibition in the same mouse. The instant specification has discussed that a phenotype 
of increased prepulse inhibition is the opposite of the prepulse response obser\/ed in 
schizophrenia patients. See page 49. However, the evidence of record does not 
provide a correlation between increased prepulse inhibition and any disease or disorder. 
Moreover, while the specification has purported that the nucleotide sequence set forth in 
SEQ ID NO: 1 encodes a ubiquitin-specific protease (see page 6), the evidence of 
record has failed to provide a correlation between any ubiquitin-specific protease related 
disease/disorder and increased prepulse inhibition. The specification has provided 
general assertions that the claimed transgenic mice may be used to identify agents that 
affect a phenotype related to the mice. 
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As such, the asserted utility, for the transgenic mouse embraced by the claims, of 
screening agents that may affect a phenotype of said mouse as provided by the instant 
specification and encompassed by the claims, does not appear to be credible. The 
asserted utility does not appear credible to the skilled artisan since the evidence of 
record has not provided any suggestion of a correlation between any ubiquitin-specific 
protease, increased prepulse inhibition, and any disease or disorder. Since the 
evidence of record has not provided a correlation between increased prepulse inhibition 
and any disease or disorder, the utility of identifying agents that affect increased 
prepulse inhibition is not apparent. The evidence of record has not provided any other 
utilities for the transgenic mouse embraced by the claims that are specific, substantial, 
and credible. 

The asserted utility of the transgenic mouse embraced by the claims is based on 
the expectation that disrupting the nucleotide sequence set forth in SEQ ID NO: 1 would 
result in a detectable phenotype in the mouse. The phenotype observed in the 
transgenic mice embraced by the claims is increased prepulse inhibition, which the 
instant specification has reported to be the opposite of would be observed in 
schizophrenia patients (schizophrenia patients have impaired prepulse inhibition). 
While impaired prepulse inhibition is suggested to be associated with schizophrenia, the 
association of increased prepulse inhibition with any disease has yet to be elucidated. 
Paylor et al (Psycopharmacology, 1997, 132 : 169-1 80) contrast the startle responses of 
thirteen inbred mouse strains to investigate the potential genetic basis for differences in 
sensorimotor gating using the prepulse inhibition paradigm. It was found that some 
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certain strains showed high levels of prepulse inhibition while other strains showed low 
levels of prepulse inhibition. Paylor et al go on to discuss that impaired prepulse 
inhibition is associated with schizophrenia, obsessive-compulsive behavior and 
Huntington's disease and that rats exhibiting impaired prepulse inhibition can be used 
for screening potential new antipsychotic agents. See page 160. Paylor et al however 
does not discuss how increased prepulse inhibition relates to a disease or disorder. 

Therefore, the reference suggests a need to provide independent evidence of an 
association of increased prepulse inhibition with a disease or disorder. However, 
neither the specification nor any art of record provides evidence of the existence of a 
correlation between increased prepulse inhibition and a disease or disorder, leaving the 
skilled artisan to speculate and investigate the uses of the transgenic mouse embraced 
by the claims. The specification essentially gives an invitation to experiment wherein 
the artisan is invited to elaborate a functional use for the transgenic mouse embraced 
by the claims. In light of the above, the skilled artisan would not find the asserted utility 
of the transgenic mouse embraced by the claims to be credible. 

The following are new grounds of rejection under 35 USC § 112, 1^* paragraph: 

Claim Rejections - 35 USC § 112, 1^* paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 26-40 are also rejected under 35 U.S.C. 112, first paragraph. Specifically, 
since the claimed invention is not supported by either a credible asserted utility or a well 
established utility for the reasons set forth above, one skilled in the art clearly would not 
know how to use the claimed invention. 



If the above enablement rejection regarding how to use the claimed transgenic 
mouse is overcome Applicants must also overcome the following scope of enablement 
issue regarding the nucleotide sequences embraced by the claims as set forth below: 

Newly added claims 26-40 encompass a transgenic mouse whose genome 
comprises a disruption in a target gene, wherein the target gene is capable of 
homologous recombination with a nucleotide sequence homologous to SEQ ID NO: 1 , 
and wherein the mouse exhibits a phenotype of increased prepulse inhibition. The 
specification has disclosed mice and cells that comprise a disruption in the nucleotide 
sequence set forth in SEQ ID NO: 1. The specification has asserted that the nucleotide 
sequence set forth in SEQ ID NO: 1 encodes a ubiquitin-specific protease. The state of 
the art however suggests that the family of ubiquitin-specific proteases comprises many 
members that have different structures and functions (i.e. they act on different 
substrates). See Finley et al [1 991 , Annual Review of Cell Biology, Ubiquitination, 
pages 25-69, provided in Applicant's IDS] who discuss the structures and functions of 
various enzymes of the ubiquitin system across species. Also see the instant 
specification (on page 1, in lines 12-19), which reports on the diversity of the ubiquitin- 
specific protease family. Moreover, the claims as written are very broad with regard to 
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target genes (even broader than genes encoding ubiquitin specific proteases) as they 
now enconnpass target genes that can reconnbine with a nucleotide sequence 
honnologous to SEQ ID NO: 1 . As such the claims broadly encompass disruption of 
nucleotide sequences encoding proteins, which have different structures and functions. 
The term homologous can be broadly interpreted to read on nucleotide sequences that 
share homology of a single nucleotide base. Such an interpretation of the definition of 
homology allows for any target sequence to be encompassed by the claims because all 
four nucleotide bases are contained within the nucleotide sequence set forth in SEQ ID 
NO: 1. The evidence of record fails to provide guidance or working examples that 
correlate disruption of any target sequence with a phenotype of increased prepulse 
inhibition in a transgenic mouse. Moreover, given the breadth of the claims directed to 
any target sequence the skilled artisan would not be able to predict if disruption of any 
target sequence would result in a phenotype of increased prepulse inhibition. The state 
of the art suggests that one of skill could not predict the phenotype of a knockout mouse 
(Moreadith et al., 1997, J. Mol. Med., Vol. 75, pages 208-216; see page 208, column 2, 
last full paragraph). Moens et al. (Development, Vol. 119, pages 485-499, 1993) 
disclose that two mutations produced by homologous recombination in two different 
locations of the N-myc gene produce two different phenotypes in mouse embryonic 
stem cells, one leaky and one null (see abstract). In light of these references, it is 
unpredictable if a disruption in any target gene would result in a phenotype of increased 
prepulse inhibition in a transgenic mouse. Furthermore, the target genes, other than the 
target gene comprising SEQ ID NO: 1 , embraced by the claims, which when disrupted 
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result in a phenotype of prepulse inhibition in a transgenic mouse have not been 
disclosed. If there is no disclosure of starting material or of any conditions under which 
claimed process can be carried out, undue experimentation is required, and there is 
failure to meet enablement requirement that cannot be rectified by asserting that all 
disclosure related to process is within skill of art. See Genentech Inc. v. Novo Nordisk 
A/S 42 USPQ2d 1001 , 1997. In this case the starting material that has not been 
disclosed is any other target gene capable of homologous recombination with a 
nucleotide sequence homologous to SEQ ID NO: 1 which when disrupted results in a 
phenotype of increased prepulse inhibition in a transgenic mouse. Given the lack of 
guidance provided by the instant specification with regard to the other target genes 
embraced by the claims it would have required undue expehmentation for one skilled in 
the art to make and/or use the claimed invention. 

Limiting the claims to disruption of the nucleotide sequence set forth in SEQ ID 
NO: 1 may be sufficient to overcome this aspect of the rejection. 

Applicant's arguments filed 12/16/02 have been fully considered but they are not 
persuasive. Applicants have presented new claims to more clearly define the target 
gene. Applicants submit that the newly added claims are fully enabled with regard to 
target genes. 

In response, the Examiner asserts that the newly added claims actually have a 
broader scope with respect to the target gene than the originally filed claims. The 
claims now recite a target gene capable of homologous recombination with a nucleotide 
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sequence homologous to SEQ ID NO: 1 . Since the claim requires that the nucleotide 
sequence, which recombines with the target gene, share homology with SEQ ID NO: 1 
and since the degree of homology is unknown and could be reasonably interpreted to 
be as little as a single base or even a codon, the target gene could also be interpreted 
to read on any gene. The guidance and working examples provided by the specification 
fail to provide a correlation between disruption of any target gene, in a transgenic 
mouse, and a phenotype of increased prepulse inhibition. It is unpredictable is 
disruption of any target gene in a transgenic mouse would result in a phenotype of 
increased prepulse inhibition. See above. Thus, the instant specification has failed to 
enable the claims with respect to target genes. 



Claims 26-40 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 37 CFR 1 .1 18 (a) states 
that "No amendment shall introduce new matter into the disclosure of an application 
after the filing date of the application". 

The claims embrace a transgenic mouse whose genome comprises a disruption 
in a target gene, wherein the target gene is capable of homologous recombination with 
a nucleotide sequence homologous to SEQ ID NO: 1, and wherein the mouse exhibits a 
phenotype of increased prepulse inhibition. 



New Matter 
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The specification provides no implicit or explicit support for the context of the 
disruption of a target gene that is capable of homologous recombination with a 
nucleotide sequence homologous to SEQ ID NO: 1. The specification has only 
provided support for disruption of a target gene that encodes a ubiquitin-specific 
protease that results in a phenotype of prepulse inhibition in a transgenic mouse. In 
particular the specification has provided support for disruption of a target gene that 
comprises the nucleotide sequence set forth in SEQ ID NO: 1 that results in a 
phenotype of increased prepulse inhibition in a transgenic mouse. Applicants are 
reminded that it is their burden to show where the specification supports any 
amendments to the claims. See 37 CFR 1.121 (b)(2)(iii). the MPEP 714.02, 3'^ 
paragraph, last sentence and also the MPEP 2163.07, last sentence. 

MPEP 2163.06 notes "If new matter is added to the claims, the examiner should 
reject the claims under 35 U.S.C. 112, first paragraph - written description requirement. 
/nreRasmussen, 650 F.2d 1212,211 USPQ 323 (CCPA 1981)." MPEP 2163.02 
teaches that "Whenever the issue arises, the fundamental factual inquiry is whether a 
claim defines an invention that is clearly conveyed to those skilled in the art at the time 
the application was filed. ..If a claim is amended to include subject matter, limitations, or 
terminology not present in the application as filed, involving a departure from, addition 
to, or deletion from the disclosure of the application as filed, the examiner should 
conclude that the claimed subject matter is not described in that application. MPEP 
2163.06 further notes "When an amendment is filed in reply to an objection or rejection 
based on 35 U.S.C. 112, first paragraph, a study of the entire application is often 
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necessary to determine whether or not "new matter" is involved. Applicant should 
therefore specifically point out the support for any amendments made to the disclosure 
[or point to case law supporting incorporation of such a limitation as in the instant 
case]". 

Limiting the claims to disruption of the nucleotide sequence set forth in SEQ ID 
NO: 1 may be sufficient to overcome this rejection. 

Claims 26-40 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

The claims are directed to a transgenic mouse whose genome comprises a 
disruption in a target gene, wherein the target gene is capable of homologous 
recombination with a nucleotide sequence homologous to SEQ ID NO: 1, and wherein 
the mouse exhibits a phenotype of increased prepulse inhibition. 

The specification has disclosed a transgenic mouse whose genome comprises a 
disruption in a target gene comprising the nucleotide sequence set forth in SEQ ID NO: 
1 , wherein the mouse exhibits a phenotype of increased prepulse inhibition. The 
specification however has not disclosed the other target genes, embraced by the 
claims, within the genus of target genes that are capable of homologous recombination 
with a nucleotide sequence homologous to SEQ ID NO: 1 [The term homologous can 
be broadly interpreted to read on nucleotide sequences that share homology of a single 
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nucleotide base. Such an interpretation of the definition of homology allows for any 
target sequence to be encompassed by the claims because all four nucleotide bases 
are contained within the nucleotide sequence set forth in SEQ ID NO: 1]. 

Based upon the prior art there is expected to be sequence variation among the 
species of target genes embraced by the claims because the claims broadly embrace 
any target gene sequence. The specification discloses disruption of a target nucleotide 
sequence (SEQ ID NO: 1) that is purported to encode a ubiquitin protease and does not 
disclose other target nucleotide sequences. There is no evidence on the record of a 
relationship between the structure of the nucleotide sequence set forth in SEQ ID NO: 1 
and the other target genes embraced by the claims that would provide any reliable 
information about the structure of other target genes within the genus. There is no 
evidence on the record that the nucleotide sequences set forth in SEQ ID NO: 1 had a 
known structural relationship to any other target gene sequences; the specification 
discloses only a target nucleotide sequence comprising the nucleotide sequence set 
forth in SEQ IN NO: 1 ; the art indicated that there is variation between gene sequences. 
There is no evidence of record that would indicate that any of the other target genes 
embraced by the claims, which when disrupted in a transgenic mouse result in a 
phenotype of increased prepulse inhibition. In view of the above considerations one of 
skill in the art would not recognize that applicant was in possession of the necessary 
common features or attributes possessed by member of the genus of target genes, 
because the nucleotide sequence set forth in SEQ ID NO: 1 is not representative of the 
claimed genus. Consequently, since Applicant was in possession of only the nucleotide 
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sequence set forth in SEQ ID NO: 1 and since the art recognized variation among the 
species of the genus of DNA target sequences, the nucleotide sequence set forth in 
SEQ ID NO: 1 was not representative of the claimed genus. Therefore, Applicant was 
not in possession of the genus of target genes as encompassed by the claims. 
University of California v. Eli Lilly and Co. , 43 USPQ2d 1398, 1404, 1405 held that to 
fulfill the written description requirement, a patent specification must describe an 
invention and do so in sufficient detail that one skilled in the art can clearly conclude 
that "the inventor invented the claimed invention." 

Limiting the claims to disruption of the nucleotide sequence set forth in SEQ ID 
NO: 1 may be sufficient to overcome this rejection. 



Claim Rejections - 35 USC § 112, 2'"' paragraph 



The following is a quotation of the second paragraph of 35 U.S.C. 112: 



The specification shall conclude with one or nnore claims particularly pointing out and distinctly 
clainning the subject matter which the applicant regards as his invention. 



The previous rejection of claims 5-7 and 1 2 under 35 U.S.C. 1 1 2, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention is withdrawn. 
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Claim Rejections - 35 USC § 103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject nnatter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
Invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The previous rejection of claims 5-10 under 35 U.S.C. 103(a) as being 

unpatentable over Capecchi taken with Woods is withdrawn. 



Conclusion 



No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Peter Paras, Jr., whose telephone number is 703- 
308-8340. The examiner can normally be reached Monday-Friday from 8:30 to 4:30 
(Eastern time). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Reynolds, can be reached at 703-305-4051. Papers related to this 
application may be submitted by facsimile transmission. Papers should be faxed via the 
PTO Fax Center located in Crystal Mall 1 . The faxing of such papers must conform with 
the notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). The 
CM1 Fax Center numbers are (703) 308-4242 and (703) 305-3014. 

Inquiries of a general nature or relating to the status of the application should be 
directed to Dianiece Jacobs whose telephone number is (703) 305-3388. 



Peter Paras, Jr. 




PETER PARAS 
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